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WHAT IS CLAIMED IS ; 

1 . A phannaceutical composition for the prevention or treatment of pruritus comprising a 
compound of formula I or a pharmaceutically acceptable salt thereof 



n = 1-3; 

Ri and R2 are independently = CH3 ;-(CH2)m. where m = 
4-8, -CH2CH(OH)(CH2)2-; -CH2CH(F)(CH2)2-; 
-(CH2)20(CH2)2-; or -(CH2)2CH=CHCH2-; 
Ar = unsubstituted or mono-, or di-substituted phenyl 
wherein said substituents are selected from the group 
consisting of halogen, OCH3, SO2CH3, CF3. amino.alkyi, 
and 3,4-dichloro; benzothiophenyl; benzofuranyl; naphthyl; 
diphenyi methyl; or 9-fluorene; 



Zis 

-P(0)(0Bn)2; -PCOCOH)^; -(CH2)pC(0)NH0H; -(CH,)pCO,H; -SO.CK,; - SO^NH^; \ 
-C0(CHACH(NH,)(C02H); -COCH(NH2)(CH2)pC02H; -CO^CHj; -CONH^; 
-(CH,).0(CHa)pCO,H; -(CH,)pO(CH2)pCONHOH; -(CH,)pNHSO,CH3; - 
(CH2)pNHC(S)NHCH(CO,H)(CH2)pC02H; -(CH2)pS03H; or 




wherein 



H 




N N 



or Z is 
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wherein 

5 p = 0-20; 

R3 = -H or -Ac; 

X, = -CO2H; -NHSO^CH,; NHP(0)(0Bn)2; NHP(0)(0H)2; 
-0P(0)(0Bn)2; or 0P(0)(0H)2; 



10 

X and Y are independently j=- < 

-CH2NHSO2CH3, -CH2NHP(0)(OBn)2. -CH2NHP(0)(OH)2. -CH20P(0)(OBn)2, 

-CH20P(0)(OH)2. -{CH2)qO(CH2)qC02H, -(CH2)qO(CH2)qS03H, 

-(CH2)qO(CH2)qCHNHOH. 
-CH2NHC(S)NHCH(C02H)(CH2)qC02H, or 



O 




Q wherein 
kl 15 q= 1-20 

r=1-20 

R4 = -H or -Ac 

X3 = -CO2H; -NHSO2CH3; -NHP(0)(0Bn)2; 
-NHP(0)(0H)2; -0P(0)(0Bn)2; or 

-0P(0)(0H)2 : 
in a pharmaceutically acceptable carrier. \ 

2. The pharmaceutical composition according to claim 1 wherein said compoiind is 
20 selected from the group consisting of: {4-[l-(3,4-Dichlorophenyl)acetyl-2R-(l-pyrrolidinyl)- 
methyl]piperazinyl} acetic acid; [ 1 -(3 ,4-Dichlorophenyl)acetyl-4-methanesulfonyl-2R-( 1 - 
pyrrolidinyl)methyl]piperazine; [4-S-Aspartic acid-a-amido-l-(3,4-dichlorophenyl)acetyl- 
2R-( 1 -pyTTolidinyl)methyl]piperazine; Methyl-[2R-(0-2-acetic acid)hydroxymethyl-4-(3,4- 
dichlorophenyl)acetyl-3R-(l-pyrrolidinyl)methyl]-l-piperazinecarboxylate; Methyl- [2R-(0- 
25 S-aspartic acid-a-acetyl)hydroxymethyl-4-(3,4-dichlorophenyl)acetyl-3R-(l - 

pyrrolidinyl)methyl]- 1 -piperazinecarboxylate; Methyl-[4-(3 ,4-dichlorophenyl)acetyl-2R-(N- 
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methanesulfonamido)aminomethy l-3R-( 1 -pyiTolidiny l)methy 1] - 1 -pi^ 

Methyl-{443,4-dichlorophenyl]ace1yl-3R-[l-pyrrolidinyl]methyl-2R-^ acid-2S- 
thioureido)]aminomethyl}-l-piperazinecarboxylate; Methyl-[2S-(0-2-acetic 
acid)hydroxymethyl-4-(3,4-dichlorophenyl)acetyl-5R-(l-pyrrolidinyl)methyl]-l- 
5 piperazinecarboxylate; Methyl-[2S-(0-S-aspartic acid-a-acetyl)hydroxymethyl-4-(3,4- 

dichlorophenyl)acetyl-5R-(l-pyrrolidinyl)methyl]-l-piperazinecarboxylate; Methyl- [4-(3, 4- 
dichlorophenyI)acetyl-2S-(N-methanesulfonamido)aminomethyl-5R-(l-pyiToU 
1 -piperazinecarboxylate; Methyl- {4-[3,4-dichlorophenyl]acetyl-5R-[ 1 -pyrrolidinyl]methyl- 
2S-[N-(succinic acid-2S-thioureido)]aminomethyl} - 1 -piperazinecarboxylate; Methyl- [2R-(0- 
10 2-acetic acid)hydroxymethyl-4-(3,4-dichlorophenyl)acetyl-5R-(l-pyrrolidinyl)methyl]-l- 
piperazinecarboxylate; Methyl-[2R-(0-S-aspartic acid-a-acetyl)hydroxymethyl-4-(3,4- 
dichlorophenyl)acetyl-5R-(l-pyrrolidinyl)methyl]-l -piperazinecarboxylate; Methyl-[4-(3,4- 
dichlorophenyl)acetyl-2R-(N-niethanesulfonamido)aniinomethyl-5R-(li=pyiTolidinyl)niethy 
y 1 -piperazinecarboxylate; and Methyl-{4-[3,4-dichlorophenyl]acetyl-5R-[l- 
"^Jl 5 pyrrolidinyl]methyl-2R-[N-(succinic acid-2S-thioureido)]aminomethyl} - 1 - 
^ piperazinecarboxylate. 

y 3. The pharmaceutical composition according to claim 1 wherein said compound is 

T" selected from the group consisting of: 
O20 

il (i?)-4-(Phenyhnethyl)-l-[(3,4-dichlorophenyl)acetyl]-2-[(l-pyrrohdmyl)methyl]piperazme 

RJ hydrochloride; 

0 (i?)-l-[(3,4-Dichlorophenyl)acetyl]-2-[(l-pyrroUdinyl)methyl]piperazine 

M= 25 hydrochloride; 

(/?)-4-Methanesulfonyl- 1 -[(3 ,4-dichlorophenyl)acetyl]-2- [( 1 -pyrrohdinyl)methyl] -piperazine 
hydrochloride; 

30 (iZ)-4-t-Butyl-acetyl-l-[(3,4-dichlorophenyl)acetyl]-2-[(l-pyrrolidinyl)methyl]- i 
piperazine; \ 

i 

(7?)-4-[(3,4-Dichlorophenyl)acetyl]-3-[(l -pyrroUdinyl)methyl]-l -piperazineacetic acid 
dihydrochloride; 

35 

(i?)-4- N-t-Boc-D-aspartic acid-p-benzyl ester-l-[(3,4-dichlorophenyl)acetyl]-2-[(l- 
pyrrolidinyl)methyl] -piperazine; 

(i?)-4-Aspartic acid-l-[(3,4-dichlorophenyl)acetyl]-2-[(l-pyrrolidinyl)methyl]-piperazine 
40 dihydrochloride; 

(i?)-4-Acetyl-l-[(3,4-dichlorophenyl)acetyl]-2-[(l-pyrrolidinyl)methyl] -piperazine 
hydrochloride; 
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(i?)-4-(Diethoxyphosphonate)-l-[(3,4-dichlorophenyl)acetyl]-2-[(l-pyrrolidm^^ 
piperazine hydrochloride; 

(/j)_4.Trifluoroacetyl-l-[(3,4-dichlorophenyl)acetyl]-2-[(l-pyrrolidinyl)methyl]-piper^^ 
hydrochloride; 

(J=?)-4-[(3,4-Dichlorophenyl)acetyl]-3-[(l-pyrrolidinyl)Tnethyl] -1-piperazinecarboxamide 
hydrochloride; 

(;?)_4-[(3^4-Dichlorophenyl)acetyl]-3-[(l-pyrrolidinyl)methyl] -1-piperazinecarboxaldehyde 
hydrochloride; 

(i?)-4-[(3,4-Dichlorophenyl)acetyl]-3-[(l-pyrrolidinyl)methyl] -1-piperazine-sulfonamide 
hydrochloride; 

(i?)_4.(4-Methylphenylsulfonyl)-l-[(3,4-dichloropheTiyl)acetyl]-2-[(l-pyr^ - 
piperazine hydrochloride; 

(i?,5)-4-Methaiiesulfonyl-l-[(3,4-dichloropheTiyl)acetyl]-2-[(l-pyrroUdinyl^ - 
piperazine hydrochloride; 

(i?, 5)-4-Methanesulfonyl- 1 - [(4-niethylsulfonylphenyl)acetyl]-2-[( 1 -pyr^ 
methyljpiperazine hydrochloride; 

{R, 5)-4-Methanesulfonyl- 1 -[(2-nitrophenyl)acetyl]-2- [( 1 -pyrTolidinyl)-methyl]piperazine 
hydrochloride; 

(i?,5)-4-Methanesulfonyl-l-[(4-trifluoroniethylphenyl)acetyl]-2-[(l-p>^^ 
methyl]piperazine hydrochloride; 

(iZ,5)-4-Methanesulfonyl-l-[(3-indolylacetyl]-2-[(l-pyrrolidinyl)-niet^^ 
hydrochloride; 

(i?,5)-Methyl4-[(4-inethylsulfonylphenyl)acetyl]-34(l-pyrroUdinyl) . 
pip erazinecarboxy late hydrochloride; 

(i?,5)-Methyl4-[(4-trifluoroniethylphenyl)acetyl]-3-[(l-pyn-olidinyl)-meth^^ 
piperazinecarboxylate hydrochloride; 

(i?,5)-Methyl 4-[(3-indolyl)acetyl]-3-[(l-pyrrolidinyl)-methyl]-l-piperazine-carboxylate 
hydrochloride; 

(i?,5)-Methyl 4-[(2-nitrophenyl)acetyl]-3-[(l -pyrrolidinyl)-methyl]- 1 -piperazine-carboxylate 
hydrochloride; 

(i?,5)-Methyl 4-[(2-methoxyphenyl)acetyl]-3-[(l -pyrrolidinyl)-methyl]- 1 -piperazine- 
carboxylate hydrochloride; 
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(/?,5)-Methyl 4-[(2-aminophenyl)acetyl]-3-[(l-pyrrolidinyl)-methyl]-l-piperazm^ 
dihydrochloride; 

5 (i?,5)-4-Acetyl-l-[(4-methylsulfonylphenyl)acetyl]-34(l-pyrrolidinyl)-m 
hydrochloride; 

(i2,5)-4-Acetyl-l-(4-trifluoromethylphenyl)acetyl]-3-[(l-pyrrolidinyl)-methyl] 
piperazinecarboxylate hydrochloride; 

10 

(i?,iS)-4- Acetyl- l-[(2-trifluoromethylphenyl)acetyl]-34(l-pyrrolidinyl)-methyl^ 
piperazinecarboxylate hydrochloride; 

(7?^5)_4_Acetyl-l-[(3-mtrophenyl)acetyl]-3-[(l-pyn-olidinyl)-methyl]piperaziTie-^ 
15 hydrochloride; 

(i?,^-4-Acetyl-l-[(2-mtrophenyl)acetyl]-3-[(l-pyn:olidinyl)-rnethyl]^ 
Cftydrochloride; 

20 bji?,5)-4-Acetyl-l-[(4-nitropheiiyl)acetyl]-3-[(l-pyrrolidinyl)-m 
Hiarboxylate hydrochloride; and 

rt|i?,5)-4-(Phenylmethyl)-l-[(4,5,-dichloro-2-nitrophenyl)acetyl]-2-[(l- 
pj)yrrolidinyl)methyl]piperazine dihydrochloride. 

25 1"" 

Ql. A method for the prevention or treatment of pruritus in a patient comprising 
nadministering to said patient an effective amount of a composition according to claim 1 . 

h^. A method for the prevention or treatment of pruritus in a patient comprising 
30 administering to said patient an effective amoimt of a composition according to claim 2. 

6. A method for the prevention or treatment of pruritus in a patient comprising 
administering to said patient an effective amount of a composition according to claim 3. \ 

35 7. A pharmaceutical composition for the prevention or treatment of pruritus comprising 
a compound of formula II or a pharmaceutically acceptable salt thereof 
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(II) 




wherein 



n = 1-3; 

Ri and R2 are independently = CH3 ;-(CH2)m. where m = 
4-8, -CH2CH(OH)(CH2)2-; -CH2CH(F)(CH2)2-; 
-(CH2)20(CH2)2-; or -(CH2)2CH=CHCH2-; 
Ar = unsubstituted or nnono-, or di-substituted phenyl 
wherein said substituents are selected from the group 
consisting of halogen, OCH3, SO2CH3, CF3, amino.alkyi, 
and 3,4-dichloro; benzothiophenyl; benzofuranyl; naphthyl; 
diphenyl nnethyl; or 9-fluorene; 



X4 and X5 are independently 

-0P(0)(0Bn)2; -OP(0)(OH),; -CO2H; -SO3H; -SO3H; -0(CH2)nC02H; 
-NHSQzCHs; -CONH(CH2)sC02H; or -S02NH(CH2)sC02H; wherein 
s= 1-5 

or X4 and X5 are independently 




O 




wherein 
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t = 1-20 

R5 = "H or -Ac 

Xg = -CO2H; -NHSO2CH3; -NHP(0)(0Bn)2; 

-NHP(0)(0H)2; -0P(0)(0Bn)2; or 

-0P(0)(0H)2. 
in a pharmaceutically acceptable carrier. 

8. The pharmaceutical composition according to claim 7 wherein said compound is 
selected from the group consisting of: (±)-2-(3,4-dichlorophenyl)-N-methyl-N-l-[l,2,3,4- 
tetrahydro-5-(0-2-acetic acid)-hydroxy-2-(l-pyrrolidinyl)naphthyl]acetamide; (±)-2-(3,4- 
dichlorophenyl)-N-methyl-N- 1 -[ 1 ,2,3 ,4-tetrahydro-7-(0-2-acetic acid)-hydroxy-2-( 1 - 
pyrrolidinyl)naphthyl]acetamide; (±)-2-(3,4-dichlorophenyl)-N-methyl-N-l-[l,2,3,4- 
tetrahydro-7-(N-methanesulfonamido)-amino-2-( 1 -pyrroUdinyl)naphthyl]acetamide; (±)-2- 

(3 ,4-dichlorophenyl)-N-methyl-N- 1 -[ 1 ,2,3 ,4-tet^ahydro-5-(N-methanesuifonamido)-amino-2- 
(l-pyrrolidinyl)naphthyl]acetamide; (±)-2-(3,4-dichlorophenyl)-N-methyl-N-l-[l,2,3,4- 
tetrahydro-5-(N-2-acetic acid)-carboxamido-2-(l -pyrrolidinyl)naphthyl]acetamide; (±)-2- 
(3,4-dichlorophenyl)-N-methyl-N-l-[l,2,3,4-tetrahydro-5-(N-2-acetic acid)-sulfonamido-2- 
( 1 -pyrrohdinyl)naphthyl] acetamide; (±)-2-(3 ,4-dichlorophenyl)-N-methyl-N- 1 -[ 1 ,2,3 ,4- 
tetrahydro-7-(N-2-acetic acid)-carboxamido-2-(l-pyrrolidinyl)naphthyl] acetamide; and (±)-2- 
(3,4-dichlorophenyl)-N-methyl-N-l-[l,2,3,4-tetrahydro-7-(N-2-acetic acid)-sulfonamido-2- 
( 1 -pyrrolidinyl)naphthyl]acetamide. 

9. The pharmaceutical composition according to claim 7 wherein said compound is 
selected from the group consisting of: 

2- (7- [(±)-trans- 1 -(N-3 ,4-dichlorophenylacetamido-N-methylamino)-2-( 1 -pyrrolidinyl)- 
1 ,2,3 ,4-tetrahydronaphthoxy] } acetic acid; ^ 

2,2-Diphenyl-N-methyl-N-[(=b)-trans-2-(l-pyrrolidinyl)-7-methoxy-l,2,3,4-tetrahydron^^ 
1-yl] acetamide; 

2,2-Diphenyl-N-methyl-N-[(±)-traiis-2-(l-pyrrolidinyl)-7-hydroxy-l,2,3,4-tetrahydronaph^ 

1- yl] acetamide; 

2- (2-Nitro-4,5-dichlorophenyl)-N-methyl-N-[(±)-trans-2-(l -pyrrolidinyl)-7-nitro- 1 ,2,3,4- 
tetrahydronaphth- 1 -yl] acetamide; 

2-(3,4-Dichlorophenyl)-N-methyl-N-[(±)-trans-2-(l-pyrrohdinyl)-7-nitro-l,2,3,4- 
tetrahydronaphth-1 -yl]acetamide; 
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-BO 



35 



40 



2-(3,4-Dichlorophenyl)-N-methyl-N-[(±)-trans-2<l-pyiTolidinyl)-7-^ 
tetrahydronaphth- 1 -yl]acetamide; 

2-(4-Methylsulfonylphenyl)-N-methyl-N-[(i)4rans-2-(l-pyrrolidinyO 
5 tetrahydronaphth- 1 -yl]acetamide; 

2-(3,4-Dichlorophenyl)-N-methyL-N-{[±]-trans-241-pyn'olidinyl]-7-[N,N-bis-(^ 
butoxycarbonylmethyl)-amino]- 1 ,2,3 ,4-tetrahydronaphth- 1 -yl} acetamide; 

10 2-(3,4-Dichlorophenyl)-N-methyl-N-{[±]-trans-2-[l-pyrrolidinyl]-7-[N,N-bis- 
(carboxymethyl)amino]- 1 ,2,3 ,4-tetrahydronaphth- 1 -yl} acetamide; 

2-(3,4-Dichlorophenyl)-N-methyl-N-{[±]-trans-2-[l-pyrroUdinyl]-7-[N,N-bis- 
(ethoxycarbonylmethyl)-amino]- 1 ,2,3 ,4-tetrahydronaphth- 1 -yl} acetamide; 

15 

2-(3,4-Dichlorophenyl)-N-methyl-N-[(±)-trans-2-(l-pyrrohdinyl)-7-(N- 
diethylphosphoramidato-amino)-l ,2,3,4-tetrahydronaphth-l -yljacetamide; 

3 2-(3,4-Dichlorophenyl)-N-methyl-N-{[±]-trans-2-[l-pyrrolidinyl]-7-[N-2- 
SIO (diethylphosphoryl)ethyl-amino]- 1 ,2,3,4-tetrahydronaphth- 1 -yl} acetamide; 

^ 2-(3,4-Dichlorophenyl)-N-methyl-N-[(±)-trans-2-(l-pyrrolidinyl)-6-methoxy-7-(N-benzyl-N- 
^ methylaminosulfonyl)- 1 ,2,3 ,4-tetrahydronaphth- 1 -yl] acetamide; 

^5 2-(3,4-Dichlorophenyl)-N-methyl-N-[(=b)-trans-2-(l-pyrrolidinyl)-7-(N-benzyl-N- 
L, methylaminosulfonyl)-!, 2,3,4-tetrahydronaphth-l-yl]acetamide; 



2-(2-Nitro-4,5-dichlorophenyl)-N-methyl-N-[(±)-trans-2-(l-pyrrohdinyl)-indan-l- 
yljacetamide; 

2-(2-Nitro-4-trifluoromethylphenyl)-N-methyl-N-[(±)-trans-2-(l-pyrrohdinyl)-indan-l- 
yl]acetamide; 

2,2-Diphenyl-N-methyl-N-[(±)-trans-2-(l-pyrrolidinyl)-indan-l-yl]acetamide; and 
2-(4-Methylsulfonylphenyl)-N-methyl-N-[(±)-trans-2-(l-pyrroUdinyl)-indan-l-yl]acetamide. 

1 0. A method for the prevention or treatment of pruritus in a patient comprising 
administering to said patient an effective amount of a composition according to claim 7. 

11. A method for the prevention or treatment of pruritus in a patient comprising 
administering to said patient an effective amount of a composition according to claim 8. 
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12. A method for the prevention or treatment of pruritus in a patient comprising 
administering to said patient an effective amount of a composition according to claim 9. 

13. A pharmaceutical composition for the prevention or treatment of pruritus comprising 
a compound of the formula III or a pharmaceutically acceptable salt thereof 



n = 1-3; 

Ri and R2 are independently = CH3 ;-(CH2)mi where m = 
4-8. -CH2CH(OH)(CH2)2-; -CH2CH(F)(CH2)2-; 
-(CH2)20(CH2)2-; or -(CH2)2CH=CHCH2-; 
Ar = unsubstituted or mono-, or di-substituted phenyl 
wherein said substituents are selected from the group 
consisting of halogen, OCH3, SO2CH3, CF3, amino,alkyl, 
and 3,4-dichloro; benzothiophenyl; benzbfuranyl; naphthyl; 
diphenyl methyl; or 9-fluorene; 



-NHSO2CH3; -NHP(0)(0Bn)2; -NHP(0)(0H)2; -(CH2)uNHS02CH3; 
.(CH2)uNHC(S)NHCH(C02H)(CH2)uC02H; - CONHOH; or -(CH2)uCONHOH; ^ 




(III) 



wherein 



X7 is 



wherein 



u= 1-5; 



or X7 is 
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Rq = -H or -Ac; 

Xg = -CO2H; -NHSO2CH3; -NHP(0)(0Bn)2; 
-NHP(0)(0H)2; -0P(0)(0Bn)2; or 
-0P(0)(0H)2; 



# 
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; or 



O 



R7 = -NH(CH2)vC02H; -NH(CH2)vCH(NH2)(C02H); 

-NHCH(C02H)(CH2)vNH2; -NH(CH2)vS03H; 

-NH(CH2)vP03H2; - NH(CH2)vNHC(NH)NH2; or 

-NHCH(C02H)(CH2)vC02H; and 
v= 1-20. 



in a pharmaceutically acceptable carrier. 

5 14. The pharmaceutical composition according to claim 13 wherein said compound is 
selected from the group consisting of: 

2-(3,4-dichlorophenyl)-N-methyl-N-{l-[3-(N-2-aceticacid)carboxamid5]phenyl-2-(l- 
pyrrolidinyl)ethyl}acetamide; 2-(3,4-dichlorophenyl)-N-methyl-N-{l-[3-(N- 
methanesulfonajtnido)aminomethyl]phenyl-2-( 1 -pyrrolidinyl)ethyl} acetamide; 2-(3,4- 
1 0 dichlorophenyl)-N-methyl-N- { 1 -[3-(N-succinic acid-2S-thioureido)aminomethyl]phenyl-2- 
( 1 -pyrrolidinyl)ethyl} acetamide; and 2-(3 ,4-dichlorophenyl)-N-methyl-N- { 1 -[3-(N-2-acetic 
acid)sulfonamido]phenyl-2-( 1 -pyrrolidinyl)ethyl} acetamide. 

15. The pharmaceutical composition according to claim 1 3 wherein said compound is 
15 selected from the group consisting of: 

2-(3,4-Dichlorophenyl)-N-methyl-N-{[lS]-l-[N-(S-aspartic acid-a-amide-S-asparticacid-a- 
amido)-3-aminophenyl]-2-[l -pyrrolidinyl]ethyl} acetamide;' 

20 2-(3,4-Dichlorophenyl)-N-methyl-N- {[1 S]-l-[N-(bis-methylsulfonamido)-3-aminophenyl]-2- 
[ 1 -pyrrolidinyl]ethyl} acetamide; 



25 



30 



35 



2-(2-Nitrophenyl)-N-methyl-N-[( 1 S)- 1 -(3-nitrophenyl)-2-( 1 -pyrrolidiny l)ethyl] acetamide; 
2-(2-Aminophenyl)-N-methyl-N-[(lS)-l-(3-aminophenyl)-2-(l-pyrrolidinyl)ethyl]acetWide; 

2-(N-Diethylphosphoramidate-2-aminophenyl)-N-methyl-N-[(lS)-l-(N-diethyl 
phosphoramidate-3-aminophenyl)-2-(l-pyrrolidinyl)ethyl]acetamide; 

2-(N-Bis-sulfonamido-2-aminophenyl)-N-methyl-N-[(lS)-l-(N-bis-sulfonamido-3- 
aminophenyl)-2-( 1 -pyTrolidinyl)ethyl]acetamide; 

2-(2-Nitro-4,5-dichlorophenyl)-N-methyl-N-[(lS)-l-(3-nitrophenyl)-2-(l- 
pyiTolidinyl)ethyl]acetamide; 
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2-(4-Methylsulfonylphenyl)-N-methyl-N-[( 1 S)- 1 -(3-nitrophenyl)-2-( 1 - 
pyrrolidinyl)ethyl]acetamide; 

2-(N-Butyloxycarbonyl-4-aminophenyl)"N-methyl-N-[(lS)-l-(3-nitrophe 
pyiTolidinyl)ethyl]acetamide; 

2-(4-Aminophenyl)-N-methyl-N-[(l S)- 1 -(3 -nitrophenyl)-2-(l -pyrrolidine 

2-(Tsf-B is-sulforiamido-4-aminopheriyl)-N-rnethyl-N- [( 1 S)- 1 -(3 -nitrophenyl)-2-( 1 - 
pyrro lidiny 1) ethyl] acet amide ; 

2-(N-Bis-sulfonamido-4-amiriophenyl)-N-methyl-N-[(lS)-l-(3-aminophen^ 
pyrrolidinyl)ethyl]acetamide; 

2-(N-Bis-sulforiamido-4-aminophenyl)-N-TTiethyl-N-[(lS)-l-(N-diethyl phosphoramidate-3- , 
aminophenyl)-2-(l -pyrro lidinyl)ethyl]acetainide; 

2-(2-Nitrophenyl)-N-methyl-N- { [ 1 S]- 1 -phenyl-2-[ 1 -(3 S)-(3- 
hydroxypyrrolidinyl)]ethyl}acetamide; 

2-(2-Nitro-4,5-dichlorophenyl)-N-methyl-N-{[lS]-l-phenyl-2-[l-(3S)-(3- 
hydroxypyrrolidinyl)] ethyl} acetamide; 

2-(4-Methylsulfonylphenyl)-N-methyl-N-{[lS]-l-phenyl-2-[l-(3S)-(3- 
hydroxypyrroUdinyl)] ethyl} acetamide; 

2-(2-Nitro-4-trifluoromethylphenyl)-N-methyl-N- {[ 1 S]- 1 -phenyl-2-[ 1 -(3 S)-(3- 
hydroxypyrrolidinyl)]ethyl}acetamide; 

2-(2- Amino-4-trifluoromethy lphenyl)-N-methyl-N- { [ 1 S]- 1 -pheny 1-2- [ 1 -(3 S)-(3 - 
hydroxypyrroUdinyl)] ethyl} acetamide; 

2,2-Diphenyl-N-methyl-N-[(lS)-l-phenyl-2-(l-pyrrolidinyl)ethyl]acetamide; 

N' ,N' -Diphenyl-N-methyl-N- [( 1 S)- 1 -phenyl-2-( 1 -pyrrolidinyl)ethyl]urea; 

2-(2-Nitrophenyl)-N-methyl-N-[(lS)-l-phenyl-2-(l-pyrrolidinyl)ethyl]acetamide; 

2-(2-Nitro- 4,5-dichlorophenyl)-N-inethyl-N-[( 1 S)-l -phenyl-2-( 1 - 
pyrrolidinyl)ethyl]acetamide; 

2-(4-Methylsulfonylphenyl)-N-methyl-N-[(l S)-l -phenyl-2-(l -pyrrolidinyl)ethyl]acetainide; 
2-(2-Methoxyphenyl)-N-methyl-N-[(l S)- 1 -phenyl-2-(l -pyrrolidinyl)ethyl]acetamide; 
2-(3-Indolyl)-N-methyl-N- [( 1 S)- 1 -phenyl-2-( 1 -pyirolidinyl)ethyl] acetamide; 
2-(a,a,a-Trifluoro-p-tolyl)-N-methyl-N-[(l S)- 1 -phenyl-2-(l -pyrrolidinyl)ethyl]acetainide; 
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2-(2-Nitro-a,a,a-Trifluoro-4-tolyl)-N-methyl-N-[(lS)-l-phenyl-2-(l- 
pyrrolidinyl)ethyl]acetamide; 

2-( 1 -[4-Chlorobeii2oyl)-5-inethoxy-2-methyl indole)-N-[( 1 S)- 1 -phenyl-2-( 1 - 
5 pyrrolidinyl)ethyl] acetamide; 

2-(4-Nitrophenyl)-N-methyl-N-[( 1 S)- 1 -phenyl-2-( 1 -pyrrolidmyl)eth^^ 

2-(3-Nitrophenyl)-N-methyl-N-[(l S)-l -phenyl-2-(l -pyrrolidinyl)ethyl]acetamide; 

10 

2-(2-Pyridyl)-N-methyl-N-[(l S)-l -phenyl-2-(l -pyrrolidmyl)ethyl]acetam 

2-(3-Pyridyl)-N-methyl-N-[(lS)-l-phenyl-2-(l-pyiTolidinyl)ethyl^ 

15 2-((+)-6-Methoxy-a-methyl-2-napthalene)-N-[(lS)-l-phenyl-2-(l- 
pyrrolidinyl)ethy I] acetamide; 

y 2-(a,a,a-Trifluoro-3-tolyl)-N-methyl-N-[(lS)-l-phenyl-2-(l-pyrrolM^^ 

y20 2-(4-Pyridyl)-N-methyl-N-[(lS)-l-phenyl-2-(l-pyrrolidinyl)ethyl]acetamide; 

J 2<a,a,a-Trifluoro-2-tolyl)-N-methyl-N-[(lS)-l-phenyl-2-(l-pyrrolidinyl)ethyl]acetamide; 

O 2-((S)-(+)-4-Isobutyl-a-methylphenyl)-N-methyl-N-[(lS)-l-phenyl-2-(I- 
ZJ15 pyrrolidinyl)ethyl]acetamide; 

fc: 2-(3,4,5-Trimethoxyphenyl)-N-methyl-N-[(lS)-l-phenyl-2-(l-pyrroI^ 

Si 2-(2-Aminophenyl)-N-methyl-N-[(l S)- 1 -phenyl-2-(l -pyrrolidinyl)ethyl]acetamide; 
u30 

2-(2-N,N-Dimethylsulfonamido-2-aminophenyl)-N-methyl-N- [( 1 S)- 1 -phenyl-2-( 1 - 
pyrrolidinyl)ethyl]acetamide; 

2-(N-Methylsulfonamido-2-aminophenyl)-N-methyl-N-[(l S)- 1 -phenyI-2-(l - 
35 pyrrolidinyl)ethyI] acetamide; 

2-(2-Amino 4,5-dichlorophenyl)-N-methyl-N-[(l S)- 1 -phenyl-2-(l - 
pyTrolidinyl)ethyl] acetamide; 

40 2-(N,N-Dimethylsulfonamido-2-amino-4,5-dichlorophenyl)-N-methyl-N-[(lS)-l-^^ 
(1 -pyrrolidinyI)ethyl]acetamide; 

2-(2-Amino,a,a,a-Trifluoro-4-tolyl)-N-methyl-N-[(l S)-l -phenyl-2-(l - 
pyrrolidinyl)ethyl] acetamide; 

45 

2-(2-N,N-Dimethylsulfonamido-2-amino-a,a,a-trifluoro-4-tolyl)-N-methyl-N-[(lS)-l- 
phenyl-2-(l-pyrrolidinyl)ethyl]acetamide; 
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2-(N-Methylsulfonamido-2-amino-a,a,a-trifluoro-4-tol^ 
pyrrolidinyl)ethyl]acetaniide; 



2-(4-Aininophenyl)-N-methyl-N-[(l S)- 1 -phenyl-2-(l -pyrrolidinyl)ethyl]acetamide; 

2-(N,N-Dimethylsulfonamido-2-aminophenyl)-N-methyl-N-[(l S)- 1 -phenyl-2-(l - 
pyiTolidinyl)ethyl]acetainide; 

2-(N,N-Dimethylsulfonamido-2-aminophenyl)-N-methyl-N-[(lS)-l-ph^ 
pyrrolidinyl)ethyl] acetamide; 

2-(2-Hydroxyphenyl)-N-methyl-N-methyl-N-[(l S)- 1 -phenyl-2-( 1 - 
pyrrolidinyl) ethyl] acetamide; and 

N-Methyl-N4(15}-l-phenyl-2-((35)-3-hydroxypyrrolidine-l-yl^ 
trimethoxyphenylacetamide. 

16. A method for the prevention or treatment of pruritus in a patient comprising 
administering to said patient an effective amount of a composition according to claim 13, 

17. A method for the prevention or treatment of pruritus in a patient comprising 
administering to said patient an effective amount of a composition according to claim 14. 

18. A method for the prevention or treatment of pruritus in a patient comprising 
administering to said patient an effective amount of a composition according to claim 15. 

19. A pharmaceutical composition for the prevention or treatment of pruritus comprising 



2-(2-Aminophenyl)-N-methyl-N-[(lS)-l-phenyl-2-(l-pyrrolidinyl)ethyl] acetamide; 



a compoimd of the formula IV or a pharmaceutically acceptable salt thereof 




wherein 
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n = 1-3; 

R-, and R2 are independently = CH3 ;-(CH2)m. where nn = 
4-8. -CH2CH(OH)(CH2)2-; -CH2CH(F)(CH2)2-; 
-(CH2)20(CH2)2-; or -(CH2)2CH=CHCH2-; 



R3 and R4 are independently H; OCH3; alkyl; or c-0(CH2)2; 
X9 = 1-4 substituents selected from the groups consisting of 



-halogen, -CF3; -OCH3; -S02NH(CH2)qC02H; -CONH(CH2)qC02H; 

-NH2; -NHSO2CH3; -NHP(0)(0Bn)2; -NHP(0)(0H)2; NH(CH2)qC02H; -SO2CH3; 

-OP(0)(OBn) 2; -OP(0)(OH) 2; -CO2H; -0(CH2)qC02H; -0(CH2)qS03H, 

-0(CH2)qOP03H2; wherein 

q=l-20; 



t = 1-20; 

R5 = -H or -Ac; 

Xs = -CO2H; -NHSO2CH3; -NHP(0)(0Bn)2; 
-NHP(0)(0H)2; -0P(0)(0Bn)2; or 
-0P(0)(0H)2. 

in a pharmaceutically acceptable vehicle. 



or Xg is 




; or 



O 




wherein 
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20. The pharmaceutical composition according to claim 19 wherein said compound is 
selected from the group consisting of: 

(-)-(5a,7a,8B)-N-methyl-N-[7-(l-pyrrolidinyl)-l-oxaspiro-[4,5]dec-8-yl]-3-(N- 
methanesuIfonamido)aminophenylacetamide; (-)-(5a,7a,813)-N-methyl-N-[7-(l-pyrrolidinyl)- 
5 l-oxaspiro-[4,5]dec-8-yl]-3-(N-2-acetic acid)sulfonamidophenylacetamide; and (-)- 
(5a,7a,8B)-N-methyl-N-[7-(l-pyrrolidinyl)-l-oxaspiro-[4,5]dec-8-yl]-3-(N-2-acetic 
acid)carboxamidophenylacetamide. 

21. The pharmaceutical composition according to claim 19 wherein said compound is 
10 selected from the group consisting of: 

(±)-^ra«5-2-Nitro-N-methyl-N-[2-(l -pyrrolidinyl)cyclohexyl]phenylacetamide 
Hydrochloride; " - 

(±)-^ra«5-2-Amino-N-methyl-N-[2-(l-pyrrolidinyl)cyclohexyl]phenylac'etamide 
^ Hydrochloride; 

P (±)-/ran5-2-Nitro-4,5-dichloro-N-methyl-N-[2-(l-pyrrolidinyl)cyclohexyl]-phenylacetamid 
^ Hydrochloride; 

SO 

y (±)-rra^z5-2-Amino-4,5-dichloro-N-methyl-N-[2-(l-pyrrohdinyl)cyclohexyl]-phenylacetam 
7" Hydrochloride; 

|T (±)-^rart5-2-Methanesulfonamido-N-methyl-N-[2-( 1 -pyrrolidinyl)cyclohexy 1] - 
fOS phenylacetamide Hydrochloride; 

□ N-[2-(±)-rran5-N-Methyl-N-[2-(l-pyrrolidinyl)cyclohexyl]-phenylacetamido]glycine 
H= Hydrochloride; 

30 (±)-/raw5-4-Trifluoromethyl-N-methyl-N-[2-(l-pyrrolidinyl)cyclohexyl] -phenylacetamide 
Hydrochloride; 

(±)-/ran5-2-Nitro-4-trifluoromethyl-N-methyl-N-[2-( 1 -pyrrolidinyOcy clohexy 1]- 
phenylacetamide Hydrochloride; 

35 

(±)-rran5-2-Amino-4-trifluoromethyl-N-methyl-N-[2-(l-pyrrolidinyl)cyclohexyl]- 
phenylacetamide Hydrochloride; 

(±)-^ran5-2-Bismethanesulfonamido-4-trifluoromethyl-N-methyl-N-[2-(l- 
40 pyrrolidinyl)cyclohexyl] -phenylacetamide Hydrochloride; 

(±)-rran5-2-Methanesulfonamido-4-trifluoromethyl-N-methyl-N-[2-(l- 
pyrroHdinyl)cyclohexyl]-phenylacetamide Hydrochloride; 
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N-[2-(±)-rra«5-4-Trifluoromethyl-N-methyl-N-[2-(l-pyrrolidinyl)cycl^ 
phenylacetamido]glycine Hydrochloride; 

(±)-rra7i5-3-Trifluoromethyl-N-methyl-N-[2-(l-pyrrolidinyl)cyclohexyl]-phenylacetam 
5 Hydrochloride; 

{±)-trans- 5 -Ni tro-3 -trifluoromethyl-N-methy 1-N- [2 -( 1 -pyrrolidiny l)cyclohexy 1] - 
phenylacetamide Hydrochloride; 

10 (±)-rra?75-2-Nitro-3-trifluorornethyl-N-methyl-N-[2-(l-pyrrolidinyl)cyclohexyl]- 
phenylacetamide Hydrochloride; 

(±)-/r(3«5-2-Trifluoromethyl-N-methyl-N-[2-(l-pyrrolidinyl)cyclohexyl]-phenylacet^^ 
Hydrochloride; 

15 

(±)-rran5-4-Nitro-2-trifluoromethyl-N-methyl-N-[2-(l-pyrrolidinyl)cyciohexyl]- 
_ phenylacetamide Hydrochloride; ^. 

(±)-^ra«5-4-Ainino-2-trifluoromethyl-N-methyl-N42-(l-pyn:oUdinyl)cyclo 
phenylacetamide Hydrochloride; 

5 (±)-^ra«5-N-Methyl-N-[2-(l-pyrroUdinyl)cyclohexyl]2,2-diphenylacetamide Hydrochloride; 
Ul and 

^25 (±)-rra«5-4-Methylsulfonyl-N-methyl-N-[2-(l-pyrroUdinyl)cyclohexyl]phenylacetamide 
O Hydrochloride. 

m 22. A method for the prevention or treatment of pruritus in a patient comprising 
p administering to said patient an effective amount of a composition according to claim 19. 
" 30 

23. A method for the prevention or treatment of pruritus in a patient comprising 
administering to said patient an effective amount of a composition according to claim 20. 

24. A method for the prevention or treatment of pruritus in a patient coniprising 
35 administering to said patient an effective amount of a composition according to claim 21 . 
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